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THE INTERNATIONAL SEARCH REPORT AND 
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(PCT Rule 44.1) 



Date of mailing 
(day/m<xi»j/year) 



15/04/2005 



Applicant's or agent's file reference 
X-16511v/' 



FOR FURTHER ACTION 



See paragraphs 1 and 4 bekm 



Internationa] application No. 
PCT/US2004/037189 *^ 



International filing date 

(day/month/year) 22/11/2004 



Applicant 

ELI LILLY AND COMPANY 



The appucanl is hereby notified that the international search report and the written opinion of the International Searching 
Authority have t>een established and are transmitted herewith. 

Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the International Application (see Rule 46): 
When? The time limit for filing such amendments is normally 2 months from the date of transmittal of the 
International Search Report: however, for more detaus. see the notes on the accompanying sheet. 

Where? Orectty to the International Bureau of WlPO, 34 chemin des Colombettss 

121 1 Geneva 20, Switzerland, Fascimile No.: (41-22) 740.14.35 
For more detailed Instructions, see the notes on the accompanying sheet 

2. The applicant is hereby notified that no international search report will i:>e established and that the declaration under 
Article I7(2)(a) to that effect and ttie written opinion of the international Searching Authority are transmitted herewith. 

3. Q With regard to the protest against payment of (an) adcBtional fee(s) under Rule 40.2, the applicant is notified that: 

I I the protest together with the decision thereon has been transmitted to the International Bureau together wittt the 

applicant's request to fonivard the texts of both the protest and the decision thereon to the designated (Dffices. 
I \ no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 

4. Reminders 

Shortly after the expiration of 18 months from the pnority date, the international application will be published by the 
International Bureau. If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international 
application, or of the priority daim, must reach the International Bureau as provided in Rutes90bfe.1 and 9Qbis.3, respectively, 
before the completion of the technical preparations tor international publication. 

The applicant may submit comments on an Informal basis on the written opinion of tiie International Searching Authority to the 
International Bureau. The International Bureau will send a copy of such comments to al desl^ated Offices unless an 
international preliminaryr examination report has been or is to be established. These comments would also be made available to 
the public but not before the expiration of 30 months from tiie priority date. 

Within 19 months from the priority date, but only in respect of some designated Offices, a demand for international preliminary 
examination must be filed if the applicant wishes to postpone the entry Into the national phase until 30 months from the priority 
date (in some Offices even later); otiienvise, the applicant must, within 20 months from the priority date, pertorm the prescribed 
acts for entry into the national phase before those designated Offices. 

In respect of other designated Offices, the time limit of 30 months (or later) will apply even if no demand is filed witt^in 19 
months. 

See the Annex to Form PCT/IB/301 and, for detals about the applicable time limits, Office by Office, see tiie PCT/^icant's 
Guide, Volume II, National Chapters and tiie WlPO Internet site. 



Name and mailing address of Vne Intemational Searching Autiiority 
European Patent Office, P.B. 5818 Patentiaan 2 
Mtl NL-2280 HV Rijswijk 
Sffi Tel. (+31-70) 340-2040. Tx. 31 651 epo nl. 

Fax: (+31-70) 340-3016 



Authorl^d officer 

Federico Bonomelli 



Form PCT/ISA/220 (January 2004) 



(See notes on acoorr^nying sheet) 



NOTES TO FORM PCT/ISA/220 



ThM» Notes ar« int«nd«d to giv* th« baaie instruetionB ooncoming the filing of amendments under article 1 9. The 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulations and the Adminislrative instnictiona 
under that Treaty In ease of discrepancy between these Notes and those requirements, the latter are applicable For more 
detailed information, see also the PCT AppKoant's Gtride, a publication of WIPO. 

in these Notes, *Artide*, "Rule", and "Section" refer to theproviajons of the PCT, the PCT Regulations and the PCT 
Adminislrative Instnjctions respectively. 



tNSTF?UCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



T>ie applicant has^ after having received the international search report, one opportunity to amend the claims of the 
international application. It should however be emphasized that, since all parts of the international application (daims, 
description and drawings) may t>e amended during the international preliminary examinatjon procedure* tliere is uauaBy 
no need to IQe amendments of the claims under Article 19 except where. e.g. the applicant wants the latter to be published 
for the purposes of provisional protection or has anottier reason for amending the claims before iniemationd pbulica&on. 
Furtfiermore, it should tie emphasized that provisional protection is availatile in some States only. 



What parte of the intematloiMl application may be amended? 

Under Article 1 9, only the claims may be amended. 

During the international phase, the daims may idso amended (or further amended) under Article 34 before 
the International Preliminary Examining Authority. The description and drawings may only toe amended under 
Article 34 before the International Examining Authority. 

Upon entry into the national phase, all parts of the international applieation may be amended under Article 28 
or, wtiere applicable. Article 41 . 



When7 Within 2 months fr<^ the date of transmittal of the international search report or 16 months frcHn the priority 

date, whichever time limit expires later. It should t>e noted, however, that the amendments will t>e considered 
as having been received on time if they are received by ttie International Bureau after the expiration of the 
applicafato time imit but before the completion of the technical pr^sarations for international puUication 
(Rule 46.1). 



Whera not to Ilia ttw amandmenta? 

The amencfrnerrts may only lie filed with the International Bureau and not with ttw receiving Office or tfw 
International Searehtng Authority (Rule 4«.2). 

Where a demand for international preliminary mamination hae Iseen Jls filed, eee below. 



How? Either by cancelling one or more entire claims, tiy adding one or more new claims or by amending the tncl of 

one or more of the claims as filed. 

A replacement sheet must t» submitledfor each sheet of ttw daims which, on account of an amendment or 
ameiidmenis, differs from ttie slieet originally filed. 

AH the claims appearing on a replaoament sheet must be numbered n Arabic numerala. Where a olaim is 
oMoelled. no renumbering of ttie other daims is required. In al cases where daims are reruanbered, tlwy must 
be lenumliered consecutively (Adminialralive Instruotions, Seotton 20S(b)). 

Tiae amendments must be made In the ianguago in wliicli tlw Intamaltonal application la to be puMMiad. 



Whtft doeumanta mual/may accompany the amandnwnla? 
LAtlar (SecUon 20S(b»: 

The amendments must be sutimitted with a letter. 

The letter wiU not be published with the international application and the amended claims. It should not be 
oonfused with the "Statement under Article 1 9(1)' (see below, under 'Statement under Article 19(1)*). 

The letter must be In English or French, at the cdiolce of the applicant. However, If the language of the 
intemational ai9pNcatlon Is Engllah, the letter must be In English; If the language of the IntamaUenal application 
la Franeh, lha latter must ba In French. 



Notes to Fomi PCT/ISA/220 (first sheet) (January 1994} 
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NOTES TO FORM PCT/ISA/220 (continued) 



The letter must indicate ttie differencea t>etween the ctaims as filed and tiie claims as amended. It must, in 
particMlar, indcate, in connection with each claim appearing in the intemational application (it being undoralood 
that idantioal indioaKons conoeming saveral claims may be gnxiped),wh0ther 

@ th* claim is unohangsdt 

fn) the claim is cancelled: 

(lii) the claim is new; 

(iv) the claim naplaoes one or more daims as filed; 

(v) the claim is the result of ttie division of a claim as filed. 



The foilowkig examples fOustrale the nnwiner in which amendments must be eocplabwd In the 
accompanying Mtar: 

1 . [Where originally there were 48 claims and after amendment of some claims there are SIJ: 
bairns 1 to 29, 31 , 32, 34, 35, 37 to 48 replaced by amended claims tsaaring Itia sanw numbam; 
claims 30, 33 and 36 unchanged; new daims 49 to 51 added.' 

2. (Where originally there were 1 5 claims and after amendmani of ail daims there are 11 ]: 
'Claims 1 to 15 replaced by amended daims 1 to 11 ,' 

3. [Where onginally there were 1 4 daims and the amendments consist in cancelling some daims and in adding 
new claims]: 

^Claims 1 to 6 and 14 unchanged; daims 7 to 1 3 cancelled; new daims 1 S, 16 and 17 added.* or 
'Claims 7 to 1 3 cancelled; new claims 15,16 arrd 1 7 added; aM other ^nms unchanged." 

4. [Where various kinds of amendments are made]: 

'Claims 1-10 unchanged; claims 11 to13, 18 and 19oanoelled; daims 14, 15 and 16 replaoed fay amended 
oMm 14; dahn 17 subdMdad into amended daims 15, 1 6 and 1 7; naw daims 20 and 21 added.* 



-Btstamant under wtlela 19(1)- <Ruie 4«^> 

The amendments may ba accompanied by a statement eiqplalning the amendments attd indicating any impact 
that such amendments might have on the description and the draMrings (which earmot be amended under 

ArtideldO)). 

The statement will be putilished with the intemational application and the amended davns. 
It must be in the language In which the IntemaMonal appplieation la to be puUishad. 
It must Ise brief, not exceeding 500 words if in English or if trandated into English. 

It should not tie confused with and does not replace the latter indicating the drftorenoes iMtwean the claims 
as fled and as amended. It must be Had on a separato slieet and must be identified as such by aheading, 
pre1erat>ly by using the words ^Statement under Article 1 9(1 ).* 

It may not contain any dbparaging comments on the international search report or the relevanoe off citations 
contained in that report. Reference to citations, relevant to a given daim. contained m the international search 
nspoft may be made only in connection with an amendment of ihat claim. 



Conaaquenoe If a demand for Intemational preliminary examination has already been filed 

If, al the time of fling any amendments under Article 1 9, a demand for international preliminary exanvnation 
has ahvady been submitted, the applicant must preferably, at the same time of fiUng the amendments with the 
Intemational Bureau, also file a copy of sudi amendments with the Intemational P^iminary Examining 
Authority (see Rule 62.2(a). first sentence). 



Consequemse with regard to translation of the Intemallanal application for entry Into the national phase 

The applieant^ altenHon is drawn to the fact that, where upon entiy into the national phase, a tranalation of the 
daims as amended under Artioto 19 may have to tie furnished to the dssignaled/Mectod Olfioes, uistead of, or 
in addition to, the translation of the daims as filed. 

For further details on the requiremente of each deeignatedfelected Office, see Vohjme II of ttie PCT Applicants 
Guide. 



Notes to Fomrt PCT/ISA/220 (second sheet) (January 1994) 
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PATENT COOPERATION TREATY 

PCT 



INTERNATIONAL SEARCH REPORT 

(PCT Article 18 and Rules 43 and 44) 



Applicant's or agenf s file reference 
X-16511 


FOR FURTHER Form PCT/lSA/220 

ACTION ^ where applicable, item 5 below. 


International application No. 
PCT/US2 004/ 037189 


International filing date (day/month/year) 
22/11/2004 


(Earliest) Priority Dale (day/month/year) 
25/11/2003 



Applicant 



ELI LILLY AND COMPANY 



Tliis International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is bieing transmitted to the International Bureau. 

This International Search Report consists of a total of 5 sheets. 

[xl It is also accompanied by a copy of each prior art document cited m this report. 



1 . Basis of tile r^ort 

a. With regard to the language, the international search was earned out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 

I I The international search was carried out on the basis of a translation of the international application furnished to 
this Authority (Rule 23.1(b)). 

b. With regard to any nucleotide an<i/Dr amino acid sequence disclosed in the international application, see Box No. I. 

2. [x] Certain claims were found unsearchable (See Box II). 

3. 1^ Unity of invention is ladcing (see Box III). 

4. With regard to the title, 

I I the text Is approved as submitted by the applicant. 

fxl the text has been established by this Authority to read as follows: 
V-PHENYL-ISOQUINOLINE-B-SULFONYLAMINO DERIVATIVES AS INHIBITORS OP AKT (PROTEIN 
KINASE B) 



5. With regard to the abstract, 

fx] the text is approved as submitted by the applicant. 

I [ the text has been established, according to Rule 33.2(b), by this Authority as it appears in Box No. IV. The applicant 
may, within one month from the date of mailing of this international search report, submit comments to this Authority. 

6. With regard to the drawings, 

a. the figure of the drawings to be published with the abstract Is Rgure No. 

I I as suggested by the applicant. 

I [ as seiected by this Authority, because the applicant failed to suggest a figure. 

I I as selected by this Authority, because this figure better characterizes the invention. 

b. \^ none of the figures is to be published with the abstract. 



Form PCT/ISA/210 (first sheet) (January 2004) 



INTERNATIONAL SEARCH REPORT 



International Appf icetlon No 

PCT/US2004/037189 



A. CLASSIFICATION OF SUBJECT MATTER , , , , 

IPC 7 C07D217/22 C07D401/12 A61K31/472 A61K31/4725 A61P35/00 


According to Intemafronal Patenr Ciassincatron {IPC) or to both nattonal dassrficatian and FC 




B. FIELDS SEARCHED 


Minimum documentation searched (dassiAcation system followed by dassificalH 

IPC 7 C07D 


[>n symbols) 




Documentation searched ottier than minimum documentation lo the extent thai such documents are included in Ihe fields searched 


Electronic d 


ala base consulted dunng the international search (name of data ba 


se and, where practical, search terms used 


1) 


EPO-Internal , CHEM ABS Data, WPI Data, BEILSTEIN Data 




C. DOCUMENTS CONSIDERED TO BE RELEVANT 


Category * 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to daim No 


Y 


^0 01/91754 Al (PEPTOR LTD., ISRAEL; 
YISSUM RESEARCH DEVELOPMENT CO. OF THE 
HEBREW UNI) 6 December 2001 (2001-12-06) 
see compounds of claim 1 as PKB inhibitors 
and definition of residue R5; 


1-11 


Y ^ 


REUVENI, HADAS ET AL: "Toward a PKB 
Inhibitor: Modification of a Selective PKA 
Inhibitor by Rational Design" 
BIOCHEMISTRY , 41(32), 10304-10314 CODEN: 
BICHAW; ISSN: 0006-2960, 2002, XP002267237 
see abstract and tables 1 and 2 


1-11 






•/— 




1 y 1 Further documents are listed m the continuation of box C 


|)^ 1 Patent bmily membe is are listed i 


n annex. 


" Special categories of dted documents : 

'A' document defining the general slate of the art which is not 

oonadered to be of particular relevance 
'E* earlier document but published on or after the inlematlonal 

fiimg date 

'L* document which may throw doubts on prionly clalm(s) or 
which is cited to esiablisli the publication dale of another 
citation or other special reason (as specified) 

*0* document referring to an oral disclosure, use, exhibtion or 
other means 

'P* document published prior to the Intemaliona! filing date but 
later than Itie priority date claimed 


'T' later document publtshed after the international ftling dale 
or priority date and not rn conflict with the application but 
cited to understand the pnndple or Itieory underlying the 
invention 

'X' document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered io 
involve an inventive step when the document is taken alone 

"Y" document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined Vkrith one or more olher such docu- 
ments, such combination tjeing obvious to a person sidlled 
in the art. 

document member of the same patent family 


Dale of the actual completion of the internalional search 


Date of mailing of the international search report 


8 April 2005 


15/04/2005 




Name and n 


lading address of the ISA 

European Patent Office, P B. 5818 Patentlaan 2 
NL - 2280 HV Rijswijk 
Tel. (+31-70) 340-2040. Tx. 31 651 epo nl. 
Fax (*3 1-70) 340-3016 


Authonzed officer 

Traegler-Goeldel , 


M 



Foim PCT/15/U210 (second sheet) (January 2Q04] 
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INTERNATIONAL SEARCH REPORT 


International Application No 

PCT/US2Q04/03718Q 


C.(Continuation} DOCUMENTS CONSIDERED TO BE RELEVANT 


Category *> 


Cilalion of document, with indication, where appropriate, of the relevant passages 


Relevant lo dalm No. 


E 


^fJb 2005/011697 A (ASTEX TECHNOLOGY 
LIMITED; CANCER RESEARCH TECHNOLOGY 
LIMITED; THE INST) 
10 February 2005 (2005-02-10) 
see compounds of claim 1 and their 
pharmacological activity 




1-11 


P,X 


'-^WO 2004/094386 A (ELI LILLY AND COMPANY; 
AL AWAR, RIMA, SALIM; BARDA, DAVID, 
ANTHONY; HE) 4 November 2004 (2004-11-04) 
see compounds of claim 1 with n being 2 
and X being NR8 as PKB Inhibitors, e.g. 
examples 123 and 124 




1-11 



Form PCT/ISAy21 0 <cantiniiation of second sheet) (Januaiy 2004) 
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INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/US2004/037189 



Box II Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 

This International Search Report h£is not been established in respect of certain claims under Article 17(2)(a} for the following reasons: 

1. [Y] Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 

Although claim 10 is directed to a method of treatment of the human/animal 
body, the search has been carried out and based on the alleged effects of the 
compound/compos 1 t 1 on . 

2. Q Claims Nos.: 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be earned out. specifically: 



3. 1^ Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 

Box lil Observations where unity of invention Is lacidng (Continuation of Item 3 of first sheet) 

This international Searching Authority found multiple Inventions in this international application, as follows: 



I I As all required additional search fees were timely paid by the applicant, this International Search Report covers all 
' — ' searchable ctaimsc 



2. I I As aii searchable claims couid be searched without effort justifying an additional fee, this Authority djd not invite payment 
of any additional fee. 



3. I I As only some of the required additional search fees were timely paid by the applicant, this international Search Report 
' — ' covers only those claims for which fees were paid, specifically claims Nos.: 



4. I I No required adcfitlonal search tees were timety paid by the applicant Consequently, this International Search Report is 
restricted to the invention first mentioned In the claims; It is covm-ed by claims Nos.: 



Remark on Protest | | The additional search tees were accompanied by the applicant's protest. 

I I No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (2)) (January 2004) 



PATENT COOPERATION TREATY 



From the 

INTERNATIONAL SEARCHING AUTHORITY 



To: 

see form PCT/ISA/220 

T lUiii^ 


PCT 

WRITTEN OPINION OF THE 

IMT^RMATIDKI Al QPARr'l-ilMrj Al ITUIPlRITV 

(PCT Rule43b/s.lL 


Date of mailing 

(dayAnonthyear} see form PCTASAJZi 0 (second sheet] 


Applicant's or agent's file reference 
see form PCTyiSA/220 


FOR FURTHER ACTION 

See paragraph 2 below 


International application No. 
PCT/US2004A)37189 


International filing date (dayjtnon&i^ar) 
22.11.2004 


Priority date (dayj^anth^Bar) 
25.11.2003 


International Patent Classification (IPC) or both nationai classification and IPC 
C07D217;22. C07D401/12, A61K3m72, A61K3m725, A61P35/D0 


Applicant 

ELI LILLY AND COMPANY 



IS! 


Box 


No. 


1 


□ 


Box 


No. 


II 


IS 


Box 


No. 


III 


□ 


Box 


No. 


IV 




Box 


No. 


V 


□ 


Box 


No, 


VI 


□ 


Box 


No. 


VII 


□ 


Box 


No. 


VIII 



This opinion contains indications relating to the foliowing itents: 

Basis of the opinion 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule 43£>/s.1 (a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

Certain documents cited 
Certain defects in the international application 
Certain observations on the international applicatbn 
FURTHER ACTION 

If a demand for international preliminary examination is made, this opinion will usually be considered to be a 
written opinion of the International Preliminary Examining Authority ("IPEA"). However, this does not apply where 
the applicant chooses an Authority other than this one to be the IPEA and the chosen IPEA has notifed the 
International Bureau under Rule 66.1 bte(b) that written opinions of this International Searching Authority 
will not be so considered. 

If this opinion is, as provided above, considered to be a written opinion of the IPEA, the applicant is invited to 
submit to the IPEA a written reply together, where appropriate, with amendments, before the expiration of three 
months from the date of mailing of Form PCTyiSA;220 or before the expiration of 22 months from the priority date, 
whichever expires later. 

For further options, see Form PCT/ISAB20. 

For further details, see notes to Form PCTj1SAfi20. 



Name and mailing address of the ISA 



European Patent Office 
D-80298 Munich 

Tel. ■^49 89 2399 - 0 Tx: 523656 epmu d 
Fax: +49 89 2399 - 4465 



Authorized Offioer 

Traegler-Goeldel, M 

Telephone No. -t-49 89 2399-8278 



Form iPCTASAJ237) (Cover Sheet) (January 2004) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



International application No. 
PCT/US2004/0371 89 



Box No. I Basis of the opinion 

1 . With regard to the language, this opinion has been established on the basis of the international application in 
the language in which rt was filed, unless othenwise indicated under this item. 

□ This opinion has been established on the basis of a translation from the original language into the following 
language , which is the language of a translation furnished for the purposes of international search 
(under Rules 12.3 and 23.1(b)). 

2. With regard to any nucleotide and/or amino acid sequence disclosed in the international application and 
necessary to the claimed invention, this opinion has been established on the basis of: 

a. type of material: 

□ a sequence listing 

□ table(s) related to the sequence listing 

b. format of material: 

□ in written format 

□ in computer readable form 

c. time of filing^urnishing: 

□ contained in the international application as filed. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority for the purposes of search. 

3. □ In addition, in the case that more than one version or copy of a sequence listing and/br table relating thereto 

has been filed or furnished, the required statements that the information in the subsequent or additional 
copies is identical to that in the application as filed or does not go beyond the application as filed, as 
appropriate, were furnished. 

4. Additional comments: 



Form PCTjISA/237 (January 2004) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



International application No. 
PCTAJS2004y037189 



Box No. Ill Non-establishment of opinion with regard to novelty, inventive step and industrial 
applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non 
obvious), or to be industrially applicable have not been examined in respect of: 

□ the entire international application, 

^ claims Nos. 10 



IS the said international application, or the said claims Nos. 10 relate to the following subject matter which 
does not require an international preliminary examination (specify)'. 

see separate sheet 

□ the description, claims or drawings (indicate particular elements beiow) or said claims Nos. are so 
unclear that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has t)een established for the whole application or for said claims Nos. 

□ the nucieotide andA)r amino acid sequence listing does not comply with the standard provided for in Annex 
C of the Administrative Instructions in that: 

the written form □ has not Iseen furnished 

□ does not comply with the standard 

the computer readable form □ has not been furnished 



□ the tables related to the nucleotide and/br amino acid sequence listing, if in computer readable form only, do 
not comply with the technical requirements provided for in Annex C-bis of the Administrative Instructions. 

□ See separate sheet for further details 



because: 



□ 



does not comply with the standard 



Form POT/ISA/ 237 (January 2004) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



International application No. 
PCT/US2004y037189 



Box No. V Reasoned statement under Rule 43i>ls.1(a)(i) with regard to novelty, inventive step or 
fndustrlal applicability; citations and explanations supporting such statement 



1. Statement 



Novelty (N) 


Yes: 


Claims 


1-11 




No: 


Claims 




Inventive step (IS) 


Yes: 


Claims 






No: 


Claims 


1-11 


Industrial appllcabih'ty (lA) 


Yes: 


Claims 


1-9. 11 




No: 


Claims 





2. Citations and explanations 
see separate sheet 



Form PCT/1SA/237 (January 2004) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING 
AUTHORITY (SEPARATE SHEET) 



re item III: 



International application No. 
PCT/US2004/037189 



Claim 1 0 is directed to a method for the treatment of the human or animal body. Under the 
terms of Rule 67.1 (iv) and Article 34 (4)a)l) PCT, the International Preliminary Examining 
Authority is not required to carry out an examination on such claims concerning industrial 
applicability. 

re item V: 

1. Prior art 

The examination procedure is based on the documents as cited in the International Search 
Report: 

D1 : WO 01/91754 A1 (PEPTOR LTD., ISRAEL; YISSUM RESEARCH 

DEVELOPMENT CO. OF THE HEBREW UNI) 6 December 2001 (2001-12-06) 

D2: REUVENI. HADAS ET AL: "Toward a PKB Inhibitor: Modification of a Selective 
PKA Inhibitor by Rational Design" BIOCHEMISTRY , 41 (32), 10304-10314 
CODEN: BICHAW; ISSN: 0006-2960, 2002, XP002267237 

D3: WO 2005/01 1 697 A (ASTEX TECHNOLOGY LIMITED; CANCER RESEARCH 
TECHNOLOGY LIMITED; THE INST) 10 February 2005 (2005-02-10) 

D4: WO 2004/094386 A (ELI LILLY AND COMPANY; AL AWAR, RIMA, SALIM; 
BARDA. DAVID, ANTHONY; HE) 4 November 2004 (2004-1 1-04) 

2. Novelty 

The claimed S-isoquinolinesulfonamide derivatives differ from those disclosed in D1 in 
principle merely by the 1 -phenyl-propyl residue bound to the nitrogen of the 
sulfonylaminoethylamino group instead of a 1 -aryl-substituted 1 -propylene group. They 
differ from the structural closest ones as disclosed In D2 by the presence of the phenyl 
substituent in position 7. Therefore the claimed subject matter is considered to fulfil the 
requirements of Art. 33 (2) PCT with respect to the cited prior art. 
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Documents D1 as well as D2 are concerned with 5-isoquinolinesulfonamides being protein 
kinase B inhibitors as is the present application. Whereas the present compounds differ 
structurally from those disclosed in D2 by the phenyl residue which must be present in 
position 7 of the isoquinoline, they are distinguished from those according to D1 merely by 
the propyl bridge instead of a propylene bridge connecting the aryl group with the nitrogen 
in the side chain. Therefore document D1 represents the closest prior art. 

If the problem underlying the present application were to be seen in the provision of further 
5-isoquinolinesulfonamides as inhibitors of protein kinase B, the solution of this problem 
must be considered as being obvious for the following reason: from SAR studies as 
disclosed D1 (p. 22, I. 23 to 24 and I. 25 to 26) and D2 (p. 10309, right column) it is known 
that the isoquinoline moiety and the aminoethylamino residue connected to the sulphonyl 
residue which both are present in the claimed compounds as well, are essential for the 
pharmacological activity as PKB inhibitors, whereas the last part of the molecule may be 
varied to a considerable extent without loss of PKB inhibiting activity (D1 : p. 23, 1. 12-19 
and D2: p. 1031 1 , left column, second paragraph). From D1 it was furthermore known that 
the isoquinoline moiety may be substituted in position 7 by a phenyl residue (see definition 
of residue Rg) and form D2 it was clear that the unsaturated propylene bridge as obligatory 
in D1 could be replaced by various saturated alkyi chains (see table 1 on p. 10308 and e.g. 
compound NL-71 -133a in table 2 with a IC50 value of 5.6 as compared to the best 
propylene compound NL-71 -101 of this table with 2 juM) without loss of PKB inhibitory 
effect. Therefore, the skilled person, in order to provide further 5-isoquinolinesulfonamides 
as PKB inhibitors, would have taken into account the results of the extended SAR studies 
and combined the teaching of documents D1 and D2; consequently he thus would have 
expected that replacement of the propylene chain with a propyl chain as in the present 
application would evenly result in compounds retaining said inhibiting effect on PKB. 

Therefore, with respect to the closest prior art D1 (structurally and concerning properties), 
the problem underlying the present application, the solution of which could involve an 
inventive step, is to be seen in the provision of compounds that do exhibit an unexpected 
or improved effect (e.g. better pharmacological characteristics) compared to the structural 
closest compounds of the closest prior art D1 . The Applicant's attention is drawn to the 
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fact, that any comparative tests should be made with compounds of the closest prior art, 
showing the closest possible structural similarity, differing structurally only by the essential 
feature, i.e. the feature which reiiders the subject matter novel and which an inventive 
step may be based on . If such an effect could be demonstrated (preferably by concrete 
experimental data) being furthermore representative for the whole scope of claim 1, an 
inventive step could be acknowledged. 

Consequently, at present, the claimed subject matter of claims 1 , 7 and 8 does not fulfil 
the requirements of Art. 33 (3) PCX. The same applies for the dependent claims 2-6 and 9 
to 11. 

4. Industrial applicability 

No objection arises as far as the claimed compounds may be used for the production of 
pharmaceuticals. 

re item VIII: 

Independent claim 1 appears to be comprised by independent claim 7: the only difference 
is obviously the defin'rtion of m as 0, 1 , 2 or 3 which comprises the corresponding definition 
of q in claim 1 as 1 , 2 or 3. In order to fulfil the requirements of Art. 6 PCT, claim 7 should 
be made to main claim 1 , optionally followed by a dependent claim 2 (present claim 1). 
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